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DETAILED ACTION 

The response filed September 1 1 , 2007 presents remarks and arguments 
submitted to the office action mailed May 1 1 , 2007 is acknowledged. 

Applicant's arguments over the 35 U.S.C. 112 first paragraph, rejection of claims 
1-3 and 6-9 is not persuasive. Thus, the rejection is maintained for the reasons of 
record. 

Applicant's arguments over the 35 U.S.C. 112 first paragraph, rejection of claims 
3, 10-15 is not persuasive. Thus, the rejection is maintained for the reasons of record. 

Applicant's arguments over the 35 U.S.C. 112 second paragraph, rejection of 
claims 9 is not persuasive. Thus, the rejection is maintained for the reasons of record. 

Applicant's arguments over the 35 U.S.C. 103 (a) rejection of claims 1-3, 5-9 
over Arnsten et al. (Science, Vol. 230; pgs. 1273-1276) in view of O'Rourke et al. (The 
Journal of Pharmacology and Experimental Therapeutics, 1994.vol 268(no 3). 
Characterization of [3H]RX821002 binding to alpha-2 adrenergic receptor subtypes) and 
Allegran (2000 Annual Report) is not persuasive. Thus, the rejection is maintained for 
the reasons of record. 

Applicant's presented no arguments over the Obvious Double Patenting rejection 
of 10/881,761 and 10/680,879. Therefore, the rejection is maintained for the reasons of 
record. 

The rejection of record is restated below for Applicant's convenience: 

Claim Rejections - 35 USC § 11 2 
The following is a quotation of the first paragraph of 35 U.S.C. 112: 
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The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise and exact terms as to enable any : person skilled in the ad 
to which it pertains, or with which It is most nearly connected, to make and use the same and shall set 
forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1-3 and 6-9 are rejected under 35 U.S.C. 112, first paragraph, because 
the specification, while being enabling for treating Parkinson's disease and Alzheimer's 
disease, does not reasonably provide enablement for the treatment of all 
neurodegenerative disorders. The specification does not enable any person skilled in 
the art to which it pertains, or with which it is most nearly connected, to use the 
invention commensurate in scope with these claims. 

The instant specification fails to provide information that would allow the skilled 
artisan to practice the instant invention without undue experimentation. Attention is 
directed to In re Wands, 8 USPQ2d 1400 (CAFC 1988) at 1404 where the court set 
forth the eight factors to consider when assessing if a disclosure would have required 
undue experimentation. Citing Ex parte Forman, 230 USPQ 546 (BdApIs 1986) at 547 
the court recited eight factors: (1) the nature of the invention; (2) the state of the 
prior art; (3) the relative skill of those in the art; (4) the predictability or unpredictability of 
the art; (5) the breadth of the claims; (6) the amount of direction or guidance presented; 
(7) the presence or absence of working examples; and (8) the quantity of 
experimentation necessary. 

(1) The Nature of the Invention: The rejected claims 1-3 and 6-9 are drawn to a method 
for treating a neurodegenerative disorder comprising administration of the alpha 2B or 
selective alpha 2B/2C adrenergic receptor agonist. 
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(2) The state of the prior art: The state of the art regarding treating neurodegenerative 
disorders is relatively high (Hilbush, B.S. et al., NeuroRx: The Journal of the American 
Society for Experimental NeuroTherapeutics, 2, 627-37, 2005). The skilled artisan 
would view that the treatment of all neurodegenerative disorders with an alpha 2B or 
selective alpha 2B/2C adrenergic receptor agonist is highly unlikely. 

(3) The relative skill of those in the art: The relative skill of those in the art is high. 

(4) The breadth of the claims: Claims 1-3 and 6-9 embraces a method for the treatment 
of neurodegenerative conditions comprising administration of alpha 2B or selective 
alpha 2B/2C adrenergic receptor agonist 

(6) The amount of guidance or direction presented: In the instant case, working 
examples are presented for treating the neurodegenerative conditions Alzheimer's 
disease and Parkinson's disease with the AGN 197075, outlined in the specification; 
however, there are a lack of working examples presented in the specification as filed 
showing how to treat alL neurodegenerative conditions. Note that lack of a working 
example is a critical factor to be considered, especially in a case involving an 
unpredictable and undeveloped art. See MPEP § 21*64. 
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(7) The presence or absence of working examples: Applicant provides working 
examples for treating animal models of neuron loss in Parkinson's disease and 
Alzheimer's disease. However, applicant does not provide any working examples for all 
neurodegenerative conditions. 

(8) The quantitation of experimentation necessary: Claims 1-3 and 6-9 read on a 
method for treating neurodegenerative conditions with AGN 197075. As discussed 
above, the specification provides examples for treating neuron loss in Parkinson's 
disease and Alzheimer's disease, but the specification fails to provide sufficient support 
for treating all neurodegenerative conditions. Applicant fails to provide information 
sufficient to practice the claimed invention, absent undue experimentation. Genetech, 
108 F.3d at 1366 states that "a patent is not a hunting license. It is not a reward for 
search, but compensation for its successful conclusion" and "patent protection is 
granted in return for an enabling disclosure of an invention, not for vague intimations of 
general ideas that may or may not be workable." 

Claims 3, 10-15 are rejected under 35 U.S.C. 112, first paragraph, because the 
specification does not reasonably provide enablement for preventing death or 
degeneration of neurons projecting to or from an area of the brain selected from the 
group consisting of the ventral tegmental area and the substantia nigra, or the locus 
ceruleus. the specification does not enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to practice the invention 
commensurate in scope with these claims. The specification does not provide sufficient 
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information that death, Alzheimer's disease or any other disease characterized by 
degeneration of neurons projecting to or from an area of the brain selected from the 
group consisting of the ventral tegmental area and the substantia nigra, or the locus 
ceruleus, is preventable using the method of administering to a patient a compound of 
the said compounds. The instant specification fails to provide information that would 
allow the skilled artisan to practice the instant invention without undue experimentation. 
Analysis of In re Wand is discussed above. 

When the above factors are weighed, it is the examiner's position that one skilled 
in the art could not practice the invention without undue experimentation. 

(1) . The Nature of the Invention : All of the rejected claims are drawn to preventing death 
or degeneration of neurons projecting to or from an area of the brain selected from the 
group consisting of the ventral tegmental area and the substantia nigra, or the locus 
ceruleus 

(2) . The state of the prior art : In the instant case, the specification does not provide 
guidance as to how one skilled in the art would accomplish the objective of preventing 
death or degeneration of neurons projecting to or from an area of the brain selected 
from the group consisting of the ventral tegmental area and the substantia nigra, or the 
locus ceruleus. Nor is there any guidance provided as to a specific protocol to be 
utilized in order to show the efficacy of the presently claimed compound for preventing 
death or degeneration of neurons projecting to or from an area of the brain selected 



Application/Control Number: 10/680,879 Page 7 

Art Unit: 1617 

from the group consisting of the ventral tegmental area and the substantia nigra, or the 
locus ceruleus. 

The state of the art regarding treating Alzheimer's is relatively high. However, the state 
of the art for prevention of Alzheimer's disease is relatively low. 

(3). The predictability or unpredictability of the art: the art does not enable a person of 
ordinary skill in the art to make and use the claimed invention without resorting to undue 
experimentation. The burden of enabling one skilled in the art to prevent death or 
degeneration of neurons projecting to or from an area of the brain selected from the 
group consisting of the ventral tegmental area and the substantia nigra, or the locus 
ceruleus would be much greater than that enabling the treatment. In the instant case, 
the specification does not provide guidance as to how one skilled in the art would 
accomplish the objective of preventing death or degeneration of neurons projecting to or 
from an area of the brain selected from the group consisting of the ventral tegmental 
area and the substantia nigra, or the locus ceruleus. Nor is there any guidance provided 
as to a specific protocol to be utilized in order to show the efficacy of the presently 
claimed compound I for preventing death or degeneration of neurons projecting to or 
from an area of the brain selected from the group consisting of the ventral tegmental 
area and the substantia nigra, or the locus ceruleus. 

The specification fails to enable one of ordinary skill in the art to practice the 
presently claimed method for preventing death or degeneration of neurons projecting to 
or from an area of the brain selected from the group consisting of the ventral tegmental 
area and the substantia nigra, or the locus ceruleus. The term "prevention" or 
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"preventing" is synonymous with the term "curing" and both circumscribe methods of 
treatment having absolute success. Since absolute success is not as of yet reasonably 
possible with most diseases/disorders, the specification is viewed as lacking an 
adequate enablement of where Parkinson's disease may be actually prevented. 

(4) . The breadth of the claims: the claims encompass a method for the preventing death 
or degeneration of neurons projecting to or from an area of the brain selected from the 
group consisting of the ventral tegmental area and the substantia nigra, or the locus 
ceruleus. Applicant fails to set forth the criteria that define the prophylaxis of the 
disease. 

(5) . The amount of direction or guidance presented: does not provide any guidance in 
terms of preventing death or degeneration of neurons projecting to or from an area of 
the brain selected from the group consisting of the ventral tegmental area and the 
substantia nigra, or the locus ceruleus. 

(6) . The presence or absence of working examples: applicant does not provide any 
working examples for the preventing death or degeneration of neurons projecting to or 
from an area of the brain selected from the group consisting of the ventral tegmental 
area and the substantia nigra, or the locus ceruleus. The applicant has not provided any 
competent evidence or disclosed any tests that are highly predictive for the preventative 
effects of the instant composition. 

(7) . The guantity of experimentation necessary: the quantity of experimentation would 
be an undue burden to one of ordinary skill in the art and amount to the trial and error 
type of experimentation. Thus, factors such as "sufficient working examples, "the level 
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of skill in the art' and "predictability" etc. have been demonstrated to be sufficiently 
lacking in the instant case for the instant method claims. In view of the breadth of the 
claims, unpredictability of preventing death or degeneration of neurons projecting to or 
from an area of the brain selected from the group consisting of the ventral tegmental 
area and the substantia nigra, or the locus ceruleus, and the lack of working examples 
regarding the activity as claimed, one skilled in the art would have to undergo an undue 
amount of experimentation to use the instantly claimed invention commensurate in 
scope with the claims. 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claim 9 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. It is unclear from the claim language what is meant by 
"wherein the amount of sedation accompanying administration of said drug at a given 
degree of therapeutic efficacy is less than that accompanying administration of a dose 
of dexmedetomidine at the same degree of therapeutic efficacy." The specification fails 
to define what "the amount of sedation accompanying administration of said drug at a 
given degree of therapeutic efficacy is less than that accompanying administration of a 
dose of dexmedetomidine at the same degree of therapeutic efficacy." 
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Claim Rejections - 35 (JSC § 103 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claims 1-3, 5-9 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Arnsten et al. (Science, Vol. 230; pgs. 1273-1276) in view of O'Rourke et al. (The 
Journal of Pharmacology and Experimental Therapeutics, 1994. vol 268(no 3). 
Characterization of [3H]RX821002 binding to alpha-2 adrenergic receptor subtypes) and 
Allegran (2000 Annual Report). 

Arnsten et al. teach that there is a loss of catecholamines in Alzheimer's disease 
and that pharmacological treatments may ameliorate the cognitive deficits (pg. 1274, 
Col. 1 and 2). Arnsten et al. teach an alpha 2-receptor agonist (clonidine) caused 
memory improvements in animal models of dementia (pg. 1274, Col. 3, second 
paragraph) and further teach that adrenergic agonists will be helpful for patients with 
Alzheimer's disease (pg. 1276, Col. 2). Systemic administration was achieved by 
intramuscular injections and oral administration (#11 in References and Notes). It is 
taught that cell deterioration occurs in the locus ceruleus. The art reads on claims 6 
and 8 because the compound is optionally substituted form the group consisting of an 
imidazolane, a thiourea, a thione, a quinoxaline and an imidazolone. 

Arnsten et al. fails to teach the specific alpha-2 agonist AGN-1 97075. 
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O'Rourke et al. teaches there is the use of alpha-2 adrenergic agonists in treating 
Alzheimer's disease. 

Allergan teaches AGN-1 97075, an alpha-2 agonist. 

Therefore, one of ordinary skill in the art would have reasonable expectation of 
treating Alzheimer's disease with AGN-1 97075, an alpha-2 agonist. The motivation to 
treat Alzheimer's disease with AGN-1 97075 is because O'Rourke et al. teaches there is 
potential for the use of alpha-2 adrenergic agonists in treating Alzherimer's disease. A 
skilled artisan would have reasonable expectation of successfully treating Alzheimer's 
disease with AGN-1 97075 an alpha-2 agonist. 

Double Patenting 

The nonstatutory double patenting rejection is based on a judicially created 
doctrine grounded in public policy (a policy reflected in the statute) so as to prevent the 
unjustified or improper timewise extension of the "right to exclude" granted by a patent 
and to prevent possible harassment by multiple assignees. A nonstatutory obviousness- 
type double patenting rejection is appropriate where the conflicting claims are not 
identical, but at least one examined application claim is not patentably distinct from the 
reference claim(s) because the examined application claim is either anticipated by, or 
would have been obvious over, the reference claim(s). See, e.g., In re Berg, 140 F.3d 
1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re Goodman, 11 F.3d 1046, 29 USPQ2d 
2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 USPQ 645 (Fed. Cir. 1985); In re 
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Van Omum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re Vogel, 422 F.2d 438, 
164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 USPQ 644 
(CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1 .321 (c)or 1 .321 (d) 
may be used to overcome an actual or provisional rejection based on a nonstatutory 
double patenting ground provided the conflicting application or patent either is shown to 
be commonly owned with this application, or claims an invention made as a result of 
activities undertaken within the scope of a joint research agreement. 

Effective January 1 , 1994, a registered attorney or agent of record may sign a 
terminal disclaimer. A terminal disclaimer signed by the assignee must fully comply with 
37 CFR 3173(b). 

Claims 1-3, and 7 are provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable overclaim 1 of copending 
Application No. 10/881,761. Although the conflicting claims are not identical, they are 
not patentably distinct from each other because the instant claims are drawn to a 
method for treating a neurodegenerative condition of the brain comprising administering 
an effective amount of a selective alpha 2B or selective 2B/2C adrenergic receptor 
agonist. The claims of Application No. 10/881,761 are likewise drawn to a method for 
treating neurodegenerative conditions of the brain comprising administration of an 
effective amount of a selective alpha 2B or alpha 2B/2C adrenergic receptor agonist. 
Both Applications are drawn to a method of treating neurodegenerative conditions by 
administering an alpha 2 receptor agonist; therefore, it would be obvious to use the 
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alpha 2 receptor agonist AGN 197075 from the claimed invention as the alpha 2B or 
alpha 2B/2C adrenergic receptor agonist of Application No. 1 0/881 ,761 . 

This is a provisional obviousness-type double patenting rejection because the 
conflicting claims have not in fact been patented 

Claims 1-3, and 7 are provisionally rejected on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1 copending 
Application No. 10/680,879. Although the conflicting claims are not identical, they are 
not patentably distinct from each other because the instant claims are drawn to a 
method for treating a neurodegenerative condition of the brain comprising administering 
an effective amount of a selective alpha 2B or selective 2B/2C adrenergic receptor 
agonist. The claims of Application No. 10/680,879 are likewise drawn to a method for 
treating neurodegenerative conditions of the brain comprising administration of an 
effective amount of a selective alpha 2B or alpha 2B/2C adrenergic receptor agonist. 
Both Applications are drawn to a method of treating neurodegenerative conditions by 
administering an alpha 2 receptor agonist; therefore, it would be obvious to use the 
alpha 2 receptor agonist briminodine from the claimed invention as the alpha 2B or 
alpha 2B/2C adrenergic receptor agonist of Application No. 10/680,879. This is a 
provisional obviousness-type double patenting rejection because the conflicting claims 
have not in fact been patented. 

Response to Arguments 

Applicant's arguments September 11, 2007 have been fully considered but they 
are not persuasive for the reasons set forth below. 
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Applicant's arguments regarding the 35 U.S.C. § 112, first paragraph rejection 
over claims 1-3 and 6-9 are not persuasive. Applicant argues that the specification 
teaches that, to treat a neurodegenerative condition, one should administer a selective 
alpha 2B or selective alpha 2B/2C adrenergic receptor agonist. Although the 
specification does specify the treatment of some neurodegenerative conditions such as 
Parkinson's and Alzheimer's disease, it does not teach the treatment of all conditions 
such as amnesia, senile dementia, and schizophrenia. Each of these disease have a 
particular efficacy upon administration of the selective alpha 2B or selective alpha 
2B/2C adrenergic receptor agonists. One must perform undue experimentation in order 
to decipher the amounts of the selective alpha 2B or selective alpha 2B/2C adrenergic 
receptor agonists needed to obtain ultimate efficacy and results. As discussed above, 
the specification provides examples for treating neuron loss in Parkinson's disease and 
Alzheimer's disease, but the specification fails to provide sufficient support for treating 
all neurodegenerative conditions. Applicant fails to provide information sufficient to 
practice the claimed invention, absent undue experimentation. Genetech, 108 F.3d at 
1366 states that "a patent is not a hunting license. It is not a reward for search, but 
compensation for its successful conclusion" and "patent protection is granted in return 
for an enabling disclosure of an invention, not for vague intimations of general ideas that 
may or may not be workable." 

The instant claims 3, 10-15 are rejected under 35 U.S.C. § 112, first paragraph, 
because the enablement for methods of prevention of death or degeneration of neurons 
projecting to or from an area of the brain selected from the group consisting of the 
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ventral tegmental area and the substantia nigra, or the locus ceruleus lacks support 
from the applicant's specification or prior art. The specification does not enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to 
use the invention commensurate in scope with this claim. 

The burden of enabling the prevention of death or degeneration of neurons 
projecting to or from an area of the brain selected from the group consisting of the 
ventral tegmental area and the substantia nigra, or the locus ceruleus (i.e., the need for 
additional testing) would be greater than that of enabling a treatment due to the need to 
screen those humans susceptible to such conditions. In the instant case, the 
specification does not provide guidance as to how one skilled in the art would go about 
preventing those patients susceptible to death or degeneration of neurons projecting to 
or from an area of the brain selected from the group consisting of the ventral tegmental 
area and the substantia nigra, or the locus ceruleus within the scope of the presently 
claimed invention. Nor is there any guidance provided as to a specific protocol to be 
utilized in order to prove the efficacy of the presently claimed method in preventing 
death or degeneration of neurons projecting to or from an area of the brain selected 
from the group consisting of the ventral tegmental area and the substantia nigra, or the 
locus ceruleus among the patients. The specification fails to enable "prevention", and 
undue experimentation is necessary to determine screening and testing protocols to 
demonstrate the efficacy of the presently claimed method for the prevention of death or 
degeneration of neurons projecting to or from an area of the brain selected from the 
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group consisting of the ventral tegmental area and the substantia nigra, or the locus 
ceruleus. 

Applicant argues the 35 U.S.C. 112 second paragraph, rejection of claim 9 is 
overcome due to the cancellation of the claim. However, claim 9 was not cancelled and 
is still pending. The rejection is maintained for the reasons of record. 

Applicant argues the Arnsten reference teaches a alpha-2-pan agonist rather a 
selective alpha-2 agonist in treating dementia. In response, Examiner states that 
Arnsten is solely used to show that alpha-2 agonists containing an imidazoline group 
are known to treat cognitive deficit in patients with Alzheimer's disease. 

Further, Applicants argue "what the reference teaches about the use of alpha-2 
adrenergic agonists in treating Alzheimer's disease the Examiner does not say - and 
neither does the reference." Examiner points to the teaching of O'Rourke where it is 
clearly taught that "There is potential for the use of alpha-2 adrenergic agonists in 
Alzheimer's disease (Arnsten and Goldman-Rakic, 1985; Arnsten etaS., 1988). The 
therapeutic actions of the alpha-2 adrenergic agents are related directly to the binding of 
these drugs to alpha-2 adrenergic receptors in the central nervous system (paragraph 1 
lines 3-10)." The reference relied upon teaches characterization of [3H]RX821002 
binding to alpha-2 adrenergic receptor subtypesl and the experimental tests as pointed 
by Applicant; but the reference was solely incorporated into the rejection because of the 
statement that there is a potential for the use of alpha-2 adrenergic agonists in treating 
Alzheimer's disease. Hence, in combination with the teaching of Allergan that AGN- 
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197075, is an alpha-2 agonist one of ordinary skill in the art would have reasonable 
expectation of treating Alzheimer's disease with AGN-1 97075, an alpha-2 agonist. 

The arguments are not persuasive and the rejection is made FINAL. 

THIS ACTION IS MADE FINAL. See MPEP § 706.07(a). Applicant is reminded 
of the extension of time policy as set forth in 37 CFR 1.136(a). 
A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Conclusion 

No claims allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Layla Soroush whose telephone number is (571)272- 
5008. The examiner can normally be reached on Monday through Friday from 8:30 
a.m. to 5:00 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreenivasan Padmanabhan, can be reached on (571) 272-0629. The fax 
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phone number for the organization where this application or proceeding is assigned is 
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